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CLAIMS 

1 . Use of 2-aiylac8tic acid compounds and derivatives of formula (J): 




5 and phaimaceuticaliy accq)table salts thereof 

wherein 

A incltides the X atom and represents a 5-6 membered aromatic or hetexoaroniatic ring 
optionally including a heteroatom, or a ftrflier het^atom when X is N, selected from N 
(nitrogen), O (oxygen), S (suljfur); the 5-6 membered aromatic or heteroaromatic ring is 
1 0 optionally fused with a second ring to give bicycUc aromatic or heteroaromatic structures; 

labels 1 and 2 xnaik the relevant positions CHI the A ring; 
the X atom is selected from N (nitrogen) and C (carbon); 
R is a substituting group on the A ring selected from: 

- a groiqj in the 3 (meta) position selected from a SSnear or branched C1-C5 alksd, C2 C5- 
15 alkenyl or Cz-Cs-alfcynyl group, substituted or not-substituted phenyl, linear or branched 

C1-C5 hydroxyalkyl, C2-C5-acyi, substituted or not-^substitirte^ 
r a group in the 4 ^ara) position selected from C1-C5 allorl, Cz-Cs-alkenyi or Cz-Cs^alkynyl 
group, Cj-Ce-cycloalkyi, CpCs-acyloxy, substituted or not-substituted benzoyioxy, Ct-Cs- 
acylamino, substituted or not-substituted benzoylajooino, Ci-C5-5ulfon>1oxy, substituted or 
20 not-substituted benzBnesulfi>nyioxy, Ci-Cs-alkanesulfonylamino, substituted or not- 

substituted benzenesulfonylamino, Ci-CrralfcauesulfbnylmethyU substituted or not- 
substituted brazenesulfonylmelhyl, 2-fiuyi; 3-tetrahydrofiiryi; 2 titiophCTiyl; 2- 
tetrahydrothiophrayl groins or a CrCa-alkanoyI, cycloalkauoyl or atjialkanoyl-Ci-Cs- 
all^amino grotqp; 

25 Hy is a small hydrophobic group with, a steric hindrance factor v ranging between 0.5 and 

0.9 A (where v is the Charton Btedc constant for substitucnts), including methyl^ ethyl, 
chlorine, bromine, methoxy, trifluoromethyl; 
the Y group is selected from O (oxygen) and NH; 
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when Y is 0 (oxygen), R' is H (hydrogen); 
whftQ Y is NEI, R' is selected fix)m 

- H, Ci-Cs-alkyl, Ci^C5^cycloaHc>4, Ci-Cs-alkm^ 

- an amino acid residue consisting of strai^t or branched Cx-Ce-alkyl, Ci-C^cycloaUkyi, 
^ Cj -Ce-aDcenyi; ph^ylalfcyl substitated witli one or more carboxy (COOH) groins; 

- an amino acid residue consisting of straight or branched CrCe-alkyl, Ci-Q-cycloalkyI, 
Ci-Ce-alkenyl, phenyialkyi, bearing along the chain a heteroatom selected from oxygen 
and sul&r and with one or more carboxy (COOH) groups; 

- a residue of formula -aEJ2-CH2-Z;-((3J2-CH20)nR" who^in R'* is H or Ci-Cs-alkyI, n is 
10 an integer from 0 to 2 and Z is oxygen or sulfur; 

a residue of formula -(CH2)n-NRaRb wh^in n is an integer from 0 to 5 and each Ra and 
Rb, which may be the same or dififerent, are Ci-Ce-alkyi, Ci-Ce-alkenyl or, alternatively, 
Ra and Rb, together with the nitrogen atom to which they are bound, form a heterocycle 
from 3 to 7 menibers of formula Cn) 

15 

W 

(O) 

- wherein W rqiresents a single bond, CH2, O, S or N-Rc, whemn Rc is H, Ci-Cs-alkyi or Cj- 
Ce-alkylphenyl; 

20 - a residue OR" wherein R" is methyl, caiboxymefliyl; 

- a residue of fbmiula SOzRd wh^ein Rd is Ci-Cs-alkyl. Ci-Cs-cycloalkyi, Ct-Co-alken>l; 

in the preparation of a medicament for the treatment of diseases that involve DL-S induced 
human PMNs chemotaxis, such as psoriasis, ulcerative colitis, melanoma^ chronic 
obsbructive pulmonary disease (COPD)^ bullous pemphigoid, rheumatoid arthritis, idiopathic 
25 fibrosis, glomerulonephritis and in the prevention and treatment of damages caused by 

ischemia and reperfusion. 

2. Use according to claim 1, wherein A is benzene, naphtalene, pyridine, pyrimidine, pyrrole, 
imidazole, fiirane, thiophene, indole and 7*aza-indole. 



Bnpf.zeit: 16/03/2005 16:48 



AMENDED SHEET ^ 

L...r..,.. .:301 P.006 



lB/B3/2aB5 17:48 +39258383324 DOMPE FARMACEUTICI PAG 

r 

3 

3- Use according to claim 1, wherein YR* is OH. 
4. Useaccoidingto claim l,v4iereinYisl^an^ 

- tiie amino acid residue of glycine^ p-alaiune, y-aminobutyric acid or residues of an I>a- 
amino add select^ in the group of I^alanine, valine, leucine, isoleucine, nor-leucmie, 

5 phenylalanine, S-methylcysteine, metbioiune; : /. . .. . 

- a residue of formula •-CH2-CH2-0-<CH2-CH20)R' * wherein is H or Cj -Cs-aUkyl; 

? a residue of fonnula -(CH2)n-NRaRb wh^ein n is an integer from 2 to three; more 
preferably 3, and the group ^fRaRb is N,N"dimethyiamine, NJM-diethylaraine, l-piperidyl, 
4-indipholyl, 1-pyirofidyl, l-piperazin3d,-l-(4-methyl)^^ 
10 - aresidueOR'' wherein R'' is methyl; 

- a residue df formula SOzRd wherein Rd is methyl, ethyl or isopropyL 

5: Use according to any of claims 1 to 4^ wherein R is 3 rbenzoyi,.3'-(4-chlorD-benzoyl), 3'- 
(4-methyi-bOTzoyl), 3'-acetyl, S'-propiojsyl, 3'-isobutanbyl, 3'-ethyl, 3'-isopropyl,: 4- 
isobutyi, 4'-trifluoromethanesulphonyloxy, 4'-benzenesulphonyloxy/ 4^- 

15 trifluoromelhanesulphonylainino, 4'-benzenesu^honylammo, 4'-benzenesulphonylmethyI, 

4'-acetyloxy> 4'-propionyioxy, 4'-bmzoyloxy, 4'acetylaraino, 4'propionylaraino, 4'- 
benzoylamino. 

6. Use according to any of claims 1 to 5, wherein Hy is selected from methyl, ethyls chlorine, 

bromine, metfaoxy, trifluoromethyl. 
20 7. Use accozxiing to claim 1, wherein 2-arylacetic acid compoimds and dCTivatives of fdimula 

(I) are selected from: 

(3-bBiizoyl-2-iriethylphOTyl)aTO^ acid 

(2-chloro-3'propionylphenyl)acetic acid 

(3-i5opiopyl-2Hoaiethylphenyl)acetic acid 
25 (4-isobur^-2-methyj[phen>1)acetic add 

{2-meth)d-4-[(phCTjlsulphonyl)amino]phenyI^ 

{2-methyl-4-[(trifluoromethanesulphon}d)amino]^^ acid 

{2-^Uoio-4-[(trifhioromediane5ulphonyl)oxy]phenyl} acetic acid 

(5-acetyl.l-mefliyl-lH-pyrrol-2-^)acetic add 
30 [l-methyl-5-(4-methyibenzoyl)-lH-pyrrol-2-yl]acetic acid 

(5-ben2:oyl-l-niethyl-lH-pyirol-2-yl)acetic acid 

[l-metbyl-5-(4-chlorobenzoyl)-lH-pyrrol-2-yl]acetic add 

(5-isobutyryi-l-methyHH-pyiraI-2-yl)acetic acid 
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(1 -beBzo>i-2Hmeth>1- 1 H-pynrolO ->4)aceti^ 
(l-bCTZO>i"2'cUoro-lH-p>TnroI-3-yl)aceticacid 
(I-b?n2»>d-2-inethyMH-ind^ .. . .. 

[lT(4-chlorobeiizoyl>2-met^^^ 
5 . (Wspjpropyl-2-mea^^ 
, C3-bCTuz;oyl-2-methoxyphmyl)acetic ad^ 

(S^acetyl^l-nie^toyi-lH-p^ 
. (S^acetyM-methy^^^^^ 
. (SX5«acetyl-l^met3^^^ 
10 (5-acetyl-l-methyl-lH-pyrrol-2-yi)-N-(3-dimeA^^ 
(S)(5ri^Btyir;TiiLet^^^ 

r . (4risobutyl-?rmeti^ >; > 1 ' . 

. C2-cUoro-3rpropionylphenyl)^^ 
(3-isppropyl-2^methylph«Qyl>N-[3-(l-pipm . / - : 

-15 - (3-beii20yl-2-methylphenyl)acetam . 
(I -benzpylT2^-methyl- lH-indol-3 r>^^ 
(l-benzo>i-2-methyl-lH"indol-3-yl)-N-(3-dimethyla3^ 
[lK4-GhlprobexxTOyl).2-methyl-lJ^ ; 
• . [l-(4-chloTobenzoyI)-5-methoxy-2-methyl-lH-iiidol^^^ . , 

20. {2-plUorp-4-[(trifluprpmet^ 

(l-benzoyl-2-methyl-IH-pym)l-3-yl).N-<2-me1iioxye& 
(1 rbeiizoyl-2-chioro-lH-pynx>l-3-yO-^^ 
(STisobutjTyl-l -metii3d-lH-pyiTOl-2-yl)ace^^ 
(5-beiiz»yl-l "metJiyl-lH-pynxil-2-yl)-N-(2- 
25 [l-iiaethyl-5-(4-QhloiDbenz»yI)-IH-pyiTOl-2-yfl 
[ l-m^yl-5-(4rchlorobMzoyl)-lH-pyOT 
{2^zne1byl-4-[|^heiiyl^^ 
(3-beiizoyl-2-metho2cj^henyl)acetamide- 
8, 2-Aiylacetic acid compounds and derivatives of ibnnula (la) 
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SO^Rd 



(la) 

andphannaceqiicaJUly accept^^ . 
wh^in : 

5 A includes flie X atom and represents a 5-6 membered aromatic or h^teroaromatip ring 

optionally including a heteroatom, or a further heteroatom when X is N, selected from N 
(mtirbg^)^ O (oxygen), S (sulfiir); the 5-6 membered aromatic or het^airbmatio ring is 
optionally fused with a second ring to give bicyclic aromatic or heteroaromatic structures; 
labels 1 and 2 JSlaik the relevant positioxis on the A rin^ 
10 the X atom is selected fiomN (nitrogen) and C (carbon); 

R is a substituting group on Ibe A ring selected jSrom 

- a groi^ in die 3 (meta) position selected finom a linear or branched C1-C5 alkyl, C2-C5- f 
aUcenyl or C2-C5-alfcynyl group, substituted or not-substituted phmyl, linear or branched 4} 
C1-C5 hydroxyalkyt C^-Cs-acyl. substituted or not-substtbited benzoyl; I 

15 - a group in the 4 Q>ara) position selected from Cx-Cs alkyl, C2-C5-aIken>l or C2-C5-aIkynyl 

grot^; Cs-Cfi-cj^lballgd, Ci-Cj-acyloxy, substita^ c 
acylamino, substituted or not-substituted benzoylamino^ Ci-Cs-sulfbxj^doxy, substituted or 
not-substituted benzenesulfbnyloxy, CrCs-alkanesulfbnylamino, substituted or not- 
substituted benzenesulfon>4amino, Ct-Cs-alkanesulfonylmelhylr substituted or not- 

20 substituted benzenesulfbn>dmeth}d^ 2-furyi; 3-tetrahydro£ur^; 2- thibphenyl; 2- 

fetrahydrothiophenyl groups or a Ci-Cg-alkanoyl, cycloalkanoyl or aiylalkanoyl-Ci-Cj- 
alksdamino group; 

Hy is a small hydrophobic group with a stOTc hindrance factor v ranging between 0.5 and 
0.9 A (whCTe V is the CSharton steric constant for substituents), including methyl, ethyl, 
25 chlorine^ bromine, methoxy, trifluoromethyl; 

Rdis Ci<:€-aliyl, Cj-Ce-cycloaltyl, Ct-Cfi-a^ 
9- Coxnpounda according to claim 8, wherein 

A is benzene, pyridine^ pyrimidine, pyrrole, imidazole, fiirane^ thiophene, indole; 
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Rd is metbyl, ettiyl or isopropyl; 

Hy is selected from methyl, ethyl, chlorine, bromi^ 

10. Conq^oimds according to clBims 8 or 9, selected from 
(5-acetyl-l-methyl-lH-py]ciol-2-)d)acetylmethanesidphon^ 

5 (4*isobuiyl-2-methylphenyi)acetyl meffaaaesulphona^ 

{2-nieth)i-4-[(trifluoiomethanesuIphonyl)amino]phenyl} acetyl meA 
[l.methyl-5-(4-meayibenzoyl)rlH-pyn?ol-2^ 

11. Ftocess for the preparation of compounds of formula (la) according to claim 8, comprising 
Qxe transfbmiation of a compound of fomiula (I), according to claim l\ wherein YTSC. is OH, 

10 in a reactive intermediate, such as an acyl chloride or a benzotriazolyl ester, and reacting 

with a con^)ound of formula NHzSOiRd, wherein Rd is Ci-Ce-alfcyl, Ci-Ce-cycloalkyl, Ci- 
Cg-alkenyl, in the presence of a suitable base. 

12. Pharmaceutical compositions comprising a compoxmd according to any of claims 1 to 10 
in admixture with a suitable earner thereof 

15 13. Coropoimds according to any of claims S to 10 for use as medicaments. - 
14. Compounds according to claim 13 for use in the treatmrat of psoriasis, ulc^tive colitis; ^ 
melanoma, chronic obstructive pidmonaty disease (COPD), bullous peii5)higoid, rheumatoid 
arthritis, idiopathic fibrosis, glomeralon^hritis and in the prevention and treatment of 
damages caused by ischemia and rqp^rfusion. 

20 15. Use according to any of claims 1 to 7 in the preparation of a medicament for the treatment of 
psoriasis, ulcerative colitis, melanoma, chronic obstructive pulmonary disease (GOPD), ^ 
bullous pemphigoid, rheumatoid arthritis, idiopathic fibrosis, glomerulonephritis and iii the 
prevention and treatment of damages caused by ischemia and rqperfiision. 
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